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CONSULTATION RESPONSE
ﬁfﬁce of Post-Marketing Drug Risk Assessment
) (OPDRA, HFD-400) - —

DATE RECEIVED: 11/21/2000 | DUE DATE: .12/ 152000 | OPDRA CONSULT #: 00-0312

TO:
Susan Allen -
Director, Division of Reproductxve and Urologic Drug Products

(HFD-580) | | —

THROUGH: | I o
Evelyn Farinas ‘ : o ' R
Project Manager " ' o

(HFD-580) R o ~

PRODUCT NAMF ~—— " (tolterodine MANUFACTURER: Pharmacia &Upjohn ™

extended-release capsules) = —

NDA #: 21-228

SAFETY EVALUATOR: Lauren Lee, Pharm.D.

{ extended-release capsules. See review for details.

OPDRA RECOMMENDATION: o

OPDRA does not recommend the use of the proposed pfopricta_ry name, === ’ for tolterodine

| \C-, “Walasw s \ e - la,//e,/no
Jerry Phillips, R.Ph. - _ Martin Himrhel, MD -
Associate Director for Medication Error Prevention  Deputy Director
Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 A - Center for Drug Evaluation and Research
Fax: (301) 480-8173 . Food and Drug Admiinistration




Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B-03
Center for Drug Evaluatlon and Research

_ PROPRIETARY NAME REVIEW

" DATE REVIEWED:
T NDA#{:

'NAME OF DRUG:

NDA HOLDER:

——

December 1, 2000

21-228

‘\, ! (tolterodine extended-release capsules)

Pharmacia & Upjohn" B

i. INTRODUCTION:

This consult is in response to a November 21, 2000 request, by the Division of Reproductive and Urologic Drug

Products, to review the proposed proprietary drug name; - -

regarding potential name confusion with

other proprietary/generic drug names.

——

is a third proposed proprietary name for this product. OPDRA previously reviewed the name, Detrol

-— and Detrol LA on October 2, 2000, and had no objections to the use of the name, Detrol LA. However,
was not recommended due to the possible name confusion with Ditropan XL. The sponsor requested

at -

be considered the new primary choice for the propnetary name.

PRODUCT INFORMATION

“lolterodine extended-release capsules) isa competltlve muscarinic receptor antagonist. Both urinary

-bladder contraction and salivation are mediated via cholinergic muscarinic receptors. It is indicated for the
_ treatmentof = ———
—  The recommended dose is 4 mg once dmly The dose may be lowered to 2 mg dally based on
mmvxaual response and tolerabxhty ~— capsules are supplied as 2 mg and 4 mg strengths. -

— IL ,,,__Ri_SKASSESSMENT: o | - T

A. EXPERT PANEL DISCUSSION

| An expert panel discussion was held by OPDRA to gather professxonal opinions on the safety of the propnetary

name, -

Potential concerns regarding drug marketing and promotion related to these proposed names

were also discussed. This group is composed of OPDRA-medication errors prevention staff and representation
from the Division of Drug Marketmg and Advertising Communications (DDMAC). The group relies on their
clinical and other professional experiences and a number of standard references when making a decision om the
acceptability of a proprietary name. :

ccordmg tothe panel, the proposed name,

. is still too close to Ditropan XL. The modifiers for these

o drugs could look-alike on handwritten prescnptlons DDMAC had no objections to the proposed

roprietary name in regard to promotional claims.



- B, SAFETY EVALUATOR RISK ASSESSMENT . - o T

- Although the modlﬁer XR, has been used in proprietary names of extended-release formulations such as
— * Tegretol-XR, Voltaren XR, Dilacor XR, Diltiazem XR, Glucophage XR, and Effexor XR, the safety concem is
at “XR” is not dlstmctlvely different from “XL” when scnpted and therefore, the handwritten prescriptions of
» could look-alike “Dltropa.n XL”

- In order to determine if the modifiers, “XL ” and “XR,” have been confused for one another, a search in the
. Adverse Event Reporting System (AERS) was performed for any post-marketlng safety reports of medication
- errors associated with these modifiers. The Meddra Preferred Term (PT), “Drug Maladministration,” and the
: drug names, “Tegretol XR%, Voltaren XR%, Dilacor XR%, Diltiazem XR%, Glucophage XR%, Effexor
- . XR%, Biaxin XL%, Lodine XL%, Lescol XL%, Glucotrol XL%, Toprol XL%, Procardia XL%, Ditropan
XL%, and Minipréss XL%, " were usod to perform the searchos

The search results revealed a medlcatlon error report involving the modxﬁers, “XL” and “XT.” According
to a report (ISR#: 3271042-7), a prescription for Toprol XL 100 mg was dispensed as Tegretol XR 100 mg

“Ton May 11, 1999. Thepatient discovered the error and returned to the pharmacy. According to the reporter,
the various modifiers such as XL and XR can cause confusion and errors could occur.

The above example confirms the potential for confusion between the modifiers, “XR” and “XL,” on
Jprescriptions when combined with similar proprietary names. Given the fact that Detrol has already been
confused with Ditropan XL (see OPDRA consult# 00-190), the proposed name, * =>———
.ob]octlonable at this time:

- L. RECOMMENDATI@N:A : | ' —

°DRA does not recommend the use of the proposed proprietary name, ¢ ===, for tolterodine extended-
release capsules :

If you have further questions or need clarifications, please contact Sammie Beam at 301-827-3161.

. S I
— * " Lauren Lee, Pharm.D. = v ' ’
g S . Safety Evaluator : _— -
’ = Office of Post-Marketing Drug Risk Assessment - — |

Concur: ne S
» - ls‘ ) \ulanod
-~ -~ _Jerry Phillipd RPh * __
Associate Director for Medication Error Prevention

~ Office of Post-Marketing Drug Risk Assessment
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@—pharmacia&umqh

7000 Portage Road
Kalamazoo, Mi 49001-0199
Telephone: (616) 8334000

November 15, 2000

Dmswn ofkeproductxve Health and Urolognc Drug Products, HFD-580
Center for Drug Evaluation and Research ——_

_Document Control Room 17B-20

Food and Drug Administration - NEWCORRESP |
5600 Fishers Lane N B
Rockville, MD 20857 - . N [C

RE: NDA 21-228
Tolterodine.extended release capsules

General Corresgondéhce
- Expedited Review/Comment R_eguosted

Dear Sir/Madam:

Reference is made to November 9, 2000 telephone contact with Evelyn Farinas and Dr. Gierhart

" regarding Pharmacia & Upjohn’s (P&U) trademark proposal for the above product. In that
‘conversation P&U was informed that there was unanimous agreement within the Division to support

the OPDRA recommendation that due to potential confusion with another product, the ~ suffix
was not acceptable. The "LA" suffix was approved. FDA also confirmed in this contact that the
established name for the product would be "extended” release capsules rather than e

release capsules as originally submitted. '

- Since use of — has been rejected, we request that the FDA consider ' ™ — as anew primary

" —

ChOlCC IOI’ the S\lIIlX for the extended release pl’OOllCl - : ] —

' Although we beheve LA" for “long acting” is a useful and descnpt:ve suffix, and a good backup, the

suffix " == clearly denotes the "Extended Release" formulation, is a more contemporary
desxgnatxon, and better communicates to patients and physicians-the properties of the formulation.
The agency as recently as October 2000, has approved “XR” to denote the extended release

_formulation of Glucglgse Hopefully, thie tesearch conducted relative to this product will be useful '

in evaluation of } ‘and expedlte the process.

It is our iritent to work constmctnvely with the Division towards an approval action for this NDA on .
or before the pnmary action date of December 28, 2000



If you should have any question . 1egarding this information, please coﬁtact Gregory G. Shawaryn at

= : Iress correspondence to Unit 0635-298-113:
Smc~erely,, . : - : -
PHARMACIA & UPJ COMPANY ’ ' © : I
Gregory G.8hadtaryn TT ‘ | -

" “Regulatory Manager
u.s. Regulatory Affairs

GGS mlw

ce: Jerry Phillips, OPDRA-HFD 400
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

"PUBLIC HEAL '
oo BUCHEALTY e 'REQUEST FOR CONSULTATION
TO (DhisionOfice): : FROM: Evelyn R. Farinas, R. Ph, M.GA. -
Assoclate Director, Medicafion Error Prevenhon Project Manager, DRUD, HFD-580
‘¢ of Post Marketing Drug Risk Assessment, HFD-400 301-827-4271 )
15B-03,PKINBidg) — — B
DATE —{~oNo NDANO. 21-228 TYPE OF DOCUMENT soonsor'sleter | DATE OF DOCUMENT November 15, 2000
‘November 21, 2000 . ~ .= | Tequesting i} wewme sfor ST ’
NAME OF DRUG L PRIORITY CONSIDERATION CLASSIFICATION OF DRUG GU DESIRED COMPLETION DATE
Tolterodine extended release urgent ~ : ‘December 15,2000
NAME OF FIRM: Phamacia and Upjohn .
REASION FOR REQUEST
- - L GENERAL _
O NEWPROTOCOL a PﬁE——NDA MEETING a ééSPouse TO DEFICIENCY LETTER
3 PROGRESS REPORT 03 END OF PHASE Il MEETING [J FINAL PRINTED LABELING -----
3 NEW CORRESPONDENCE O RESUBMISSION - O LABEUNG REVISION =
O DRUG ADVERTISING O SAFETY/EFFICACY 0J ORIGINAL NEW CORRESPONDENCE
3 ADVERSE REACTION REPORT O PAPERNDA , o FORMULATIVE REVIEW  ~
it 00 MANUFACTURING CHANGE/ADDITION: - [0 CONTROL SUPPLEMENT
1 O MEETNG PLANNED BY - B OTHER (SPECIFY BELOW): Trade name review
1. BIOMETRICS N

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH _

O TYPE A OR B NDA REVIEW
O END OF PHASE I MEETING o
0 ~ONTROLLED STUDIES '

O CHEMISTRY REVIEW - o
O] PHARMACOLOGY  ° _
O BIOPHARMACEUTICS

03 BIOAVAILABILTY STUDIES
O PHASE IV STUDIES

TOCOL REVIEW
iR (SPECIFY BELOW): O OTHER (SPECIFY BELOW): - -
1. BIOPHARMACEUTICS
'O DISSOLUTION - J DEFICIENCY LETTER RESPONSE

O PROTOCOL-BIOPHARMACEUTICS

O IN-VIVO WAIVER REQUEST

V. DRUG EXPERIENCE

O-PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

O DRUG USE e.9. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
O CASE REPORTS OF SPECIFIC REACTIONS (List below)

O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND oAF:l Y
O SUMMARY.OF ADVERSE EXPERIENCE :
1 POISION RICK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

0 CLINICAL

3 PRECUNICAL

COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS:

Pleass note that this is the third name that sponsor is proposing. Dr. LaﬁomOPDRAahadvﬁnhhodaMsenttomDRUDPaoonsuummmm&ulmnmpmpoudby
the sponsor. The Division agreed with OPDRA that for safety considerations Detrol LA- ™~
via teleconference. Let me know if you need any addiﬁondbackgmndmhdah onllcouldboolhelp.

andsonohﬂodmsponmonmweekdmms,zm

Thanks, - —_—
PDUFA DATE: December 2672000
ATTACHMENTS sponsor's letter _
Archival IND/NDA -
B ﬁ/Revnewers‘and Team Leaders .
g‘ ‘ METHOD OF DELIVERY (Check one) B _
S \ ulzileo | P Okano
_SIGNATUR\EOF RECEIVER ' SIGNATURE OF DELIVERER




DEPARTMENT OF HEALTH AND 11 /i) T : ' ’
FUBLIC HEALTH ser| (IS L ! R CONSULTATION

FOOD AND DRUG ADMINIS

{70 (DivistonjOce) e Fnow ; HFo
o0PIRR- : ' | Eveln Clanimas f-?u«f Youseest cv0
: IND NO. NDANO. TYPE.OF DOCUMENT | 04 TE OF DOCUNENT
o d 3/9 9 Soordo— | . o 5 i D?.f!!}/-‘;",
NAWE QF DRUG st4op Wmmwon OF DAUG ,|DESIRED COMPLETION OATE
' 2o d; e Mk raes e pran e lyen-( Ree l[ft/‘
NAME OF FIRM . . v ) -
L A L REASON FOR REQUEST
i I. GENERAL - T
Cl newProTOCOL O PRE-NDA MEETING ) : ’ ) RESPONSE TO DEFICIENCY LETTER :
O PROGRESS REPORT .0 eND OF PHASE 11| MEETING O FINAL PRINTED LABELING
0 NEW CORRESPONDENCE O resusmissioN S O LABELING REVISION
EXORUG ADVERTISING - - . D sareTv/eFFiCcACY 0 ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT - Orarernoa = ‘ O FORMULATIVE REVIEW
) MANUFACTURING CHANGE/ADDITION . O CONTROL SUPPLEMENT 7 O oTHER(Specify below)

‘{EmeeTING PLANNED BY co . : . ‘

1l. BIOMETRICS -

‘STATISTICAL EVALUATION BRANCH C . - STATISTICAL APPLICATION BRANCH

O vYPE A OR B NDA REVIEW » ' O cHemiSTRY
(3 END OF PHASE 11 MEETING ~ ° . : D pHARMACOLOGY R
DO'coNTROCLED STUDIES . [ eioritaRMACEUTICS .
0O rROTOCOL REVIEW o ' : ' O otHer :
O ovHER T : —
- _ . o : 111. BIOPHARMACEUTICS

JOLUTION - [ DEFICIENCY LETTER RESPONSE"
. JAVAILABILITY STUDIES _ ' ~ [J PROTOCOL~ BIOPHARMACEUTICS
(O ruase ivsTuDIES . : . O iN—vIvVo WAIVER REQUEST ' _—

IV. DRUG EXPERIENCE

"TD?HA'SE IV SURVEILLANCE/EPIDEMIOLOGY PRoTéCOL 0O review OF MARKETING EXPERIENCE DRUG USE AND SAFETY
O oRuG usE o.g. POPULATION EXPOSURE, ASSOCIATED D!AGNOSES - (0 SUMMARY OF ADVERSE EXPERIENCE
a CASE REPORTS OF SPECIFIC REACTIONS(List below) s 3 POISON RISK ANALYSIS
a COMPARATIVE RISK ASSESSEMENT ON GENERIC DRUG GROUP - —
V. SCIENTIFIC INVES‘HGATIONS

. " Ocunicar Oeaecumicar .
COMMENTS/SPECIAL INSTRUCTIONS(Amch additional sheets if necessary) . R
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- _ CONSULTATION RESPONSE
C— B Office of Post-Marketing Drug Risk Assessment P
(OPDRA; HFD400)_ ocT 2 &0

DATE RECEIVED: 7/ 18/ 2000 DUE -ﬁATE: '9/22/2000 | OPDRA CONSULT #: 00-0190

TO:
~Susan Allen " — T
Director, Division of Reproductlve and Urologlc Dnig Products
(HFD-580) '

THROUGH: L -
_  —  Evelyn Farinas ‘

Project Manager

(HFD-580)

I'PRODUCT NAME: —— (tolterodme MANUF_ACTURER: Phanﬁacia &Upjohn
—— “-release capsules) ’ ' '

~-—1 NDA #: 21-228

SAFETY EVALUATOR Lauren Lee, Pharm.D.

OPDRA RECOMMENDATION: o o . o
OPDRA does not recommend the use of the modifier, for tolterodine extended-release capsules.
Howevet, the use of the alternate modifier, “LA”, is not objectionable. '

FOR NDA/ANDA WITH ACTION DATE BEYOND 90 DAYS OF THIS REVIEW

“This name must be re-evaluated approximately 90 days prior to the expected approval of the NDA. A re-review of
the name prior to NDA approval will rule out any objections based upon approvals of other proprietary
names/NDA’s from the signature date of this document. A re-review request of the name should be submitted via e-

_mail to “OPDRAREQUEST” with the NDA number the proprietary name,.and the goal date. OPDRA will respond
back via e-mail with the final reccommendation. -~

= FOR NDA/ANDA WITH ACTION DATE WITHIN 90 DAYS OF THIS REVIEW
— - OPDRA considers this a final review. However, if the approval of the NDA is delayed beyond 90 days fromthe
.. — date of this review, the name must be re-evaluated A re-review of the name prior to NDA approval wxll mle out any

-UDJCLIIOI_IS based upoi approv rals of other p pluyl l\»ldl] uanu\,o/}‘an s from this date forward.

FOR PRIORIﬂ-Q M(_)ﬂ’l_'ﬂ_}_{EVIEWS 7 _
UEFDRA Wil MOnItot TS Name uliin epploXIaicsy v uay s uelore the approvar ol the WAL e oo ing

division need not submit a second consult for name review. OPDRA will notify the reviewing’ division f any
changes in our recommendation of the name based upon the approvals of other proprietary names/NDA's from this™ -
date forward.

! Jerry Phillips, RPh.  ~ T Martin Himmel, MD
«ssociate Director for Medication Error Prevention Deputy Director
Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 _ Center for Drug Evaluation and Research
Fax: (301) 480-8173 T ' Food and Drug Administration

& e s

1
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Ofﬁce of Post-Marketmg Drug Risk Assessment
HFD-400; Rm. 15B-03 -
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

o

. DATEREVIEWED: | September 12, 2000
NDA#: 21-228 |
NAME _O_F I)RUG: . —«*‘""‘” tolterodine -release capsules)
NDA .HOIJDER: ~ Pharmacia & Upjohn

L INTRODUCTION:

- This consult is in response to a July 18, ZOOQ_request; by the Division of Reproductive and Uroiogic Drug
Products, to review the proposed proprietary drug name. — , and the alternate name, Detrol LA,
regarding potential name confusion with other proprietary/generic drug names. €ontainer labels, carton
labeling, and the package insert were also submltted for review of possible interventions in minimizing
medication errors. - '

A strol (NDA 20-771) tablets were approved on Mar 25, 1998, and are available as | mg and 2 mg strengths.

PRODUCT INFORMATION ' : ' -
Tolterodine is a competitive muscarinic receptor antagomst Both urinary bladder contraction and salivation are
mediated- via cholinergic muscarinic receptors. It is indicated for the treatment of patients with an overactive

- - bladder with symptoms of urinary frequency, urgency, and/or urge incontinence. The recommended dose is 4
mg once daily. The dose may be lowered to 2 mg daily based on individual response and tolerability.
Tolterodine capsules are supplied as 2 mg and 4 mg capsules. -

In. RISKASSESSMENT:’ - '4 BEST POSSEB!_E CQP\"

The standard OPDRA propnetary name studles were not conducted for this consult-since the propnetary
Aol oo approvalin 1998 An Er - T D Giscussia
‘was conducted to address potential safety concerns regardmg the modlﬁer R Moreover since Detrol 1s
- an approved drug, a search in the Adverse Event Reporting System (AERS) and the Drug Quality Reporting -
System (DQRS) was conducted using the search terms, Detrol% and folterodine% , for any medrcatlon error

- repons

A. EXPERT PANEL DISCUSSION

- An expert panel discussion was held by OPDRA to gather professional opinions on the safety of the proprietary

ame, - and the alternate name, Detrol LA. Potential concerns regarding drug marketing and
ommiotion related to these proposed names were also discussed. This group is composed of OPDRA medication
» srrors prevention staff and representation from the Division of Drug Marketing and Advertising ’
Communications (DDMAC). The group relies on their clinical and other professional experiences and a number
of standard references when making a decision on the acceptability of a propnetary name. :
- . . 2



Accordmg to the panel, the modifier, ww= ' is often used for extended-release products. However, ~— :
be confused with “SL,” which is an abbreviation for sublingual administration. DDMAC had no objecnom
the proposed proprietary name in regard to promotional claims. _

. AERS and D RSS¢arches —-

OPDRA conducted a search for post-marketing medication error reports associated with the proprietary nam

Detrol, using the Meddra term, “Drug Maladministration.  This search was conducted to deterrmne 1f there 1S
any current confusion with the use of the name, Detrol. N _

The search revealed five (5) medlcauon error reports of name confusion between Detrol and other proprietary
names. Results are hsted in Table I. (See Appendix A for full text narratives of the medication error reports )

In addition, there were three (3) medication error reports regarding the safety étiﬁce‘ms of approving the
proprietary name, “ . Results are summarized in Table II. (See Appendur B for full text narratives aff fle
medication error reports.) -

Table I (Name confusion between Detrol and another drug name)

Intended ] Dispensed Outcome ' : Cause , A:ERS/DQRS #

|'1] Detrol 2 mg Prandin 2 mg |-Not admimstered ‘Order entry error 3539673-4
‘2] DDAVP '| Detrol 2 mg- | Headache, urine with strong odor | Dispensing error - 3392211-1
3| DDAVP Detrol . Urinary retention, trouble sleeping | Dispensing error 3309265-0
4} Septra Oxybutynin Muscle spasm Verbal miscommunication | 3408593-8
5| Prenatal vitamins | Detrol . | Death | Dispensing error 3297963-7
Table IT (Safety concerns regarding .—~._. ) - .
Safety Concern | Recommendation -~ = | AERS/DQRS # | Reporter
1} T : ‘ 3484866-8 Physician, Director of Evanston Continence Center
' at Norwestern University Medical School &
s . Secretary-Treasurer of International
v . Urogynecological Asseciation
12 ' 3484938-8 - Physician, Medical Director of Urology Institute
Center for Bladder Discrders at Methodist Hospital
_ : & Associate Professor at Baylor College of - i
o - | Medicine
3] 7 13484937-6 Physician, Head of Voiding Dysfunction, .
' ‘ Department of Urology, Cleveland Clinic
Frrrmdatine

 In the first set of these medication error reports, Detrol was confused with Prandin, DDAVP, Septra, and an

unspecified prenatal vitamins. Prandin, which is also available as a 2 mg strength, was entered incorrectly into
the computer by a technician and dispensed to the patient without a final check by the pharmacist. DDAVP,
which has the same numerical strength (0.1 mg, 0.2 mg) as Detrol (1 mg, 2 mg), was inadvertently dlspensed
with Detrol, but the exact causes of these errors were not specified. Moreover, oxybutynin was dispensed
instead of Septra because a prescription was written for both Septra and oxybutynin on the same prescription
pad, and the patient instructéd the pharmacist to fill one of the drugs that was listed on the prescription. Since
: patient was already taking Detrol at home, the patient instructed the pharmacist to fill Septra. However, the

.tient pointed to oxybutynin on the prescription, and the pharmacist filled this drug. The patient did not
recognize the difference between oxybutynin and Detrol. In addition, a medication error involving Detrol and
prenatal vitamins lead to the death of a fetus, but the nature of the dlspensmg error or the specific name of the

drug were not available. In these five reports, the problem conccm.mg name conmsxon 1s not easx!y addressed

3



*  since these reports did not reveal apparent causes or consistent pattern of errors. OPDRA will continue to
‘monitor post—marketmg medication errors in association with the proprietary name, Detrol. However, based on

these reports, OPDRA has no recommendations at this time.

. regard to the medlcatlon error reports mvolvmg S three (3) reporters addressed safety concerns af

patrents w1th overactlve bladder and is the pnmary competmon for Detrol{tolterodme) Although the dosages
for these two medicines are quite different, the patients could confuse the two drugs and take the wrong
~ medication because of similar names. In that case, some patients could have allergic reactions to oxybutynin e

tolterodine. Moreover, many of the patients who use these drugs are elderly and are in institutionalized or

" assisted.living communities. The reporter also specified that “even now, there are patients who confuse Detrol -

with Ditropan XL.” Therefore, namirig the once daily product as  <—— would complrcate this name -
confusion. The second reporter stated that the potential name confusion is obvious since Ditropan XL is the
only once daily anticholinergic on the market for overactive bladder symptoms and the medical field already

. has areal problem with similar names Thls reporter stated that ¢  ~=e=ee=  * would imply the same drug

———<ould cause significant problems with respect to the drug’s hypersensitivities and pregnancy
categories; where Drtropan has been classified in pregnancy category B, but Detrol has been classified in

R4

: differently for each individual, there could be pharmacy confusron This reporter suggested *“ ===’ as

modlﬁers for the proposed dmg

' C. SAFETY EVALUATOR RISK ASSESSMENT —

1. The modifier, XL, is a known medical ahbreviation for “extended-release” formulations. Examples include:
Biaxin XL, Ditropan XL, Glucotrol XL, Lodine XL, Minipress XL, Procardia XL, and Toprol XL.
However, this modifier has been misinterpreted for “SL”, which is an abbreviation for “sublingual”

- administration. In the case with Procardia XL, the liquid-filled nifedipine capsules were punctured and
administered under the tongue because the modifier, “XL”, was verbally misunderstood for sublingual (SL)
off-labeled use. However, since the proposed drug is supphed as capsules composed of approximately lmm

= diameter film-coated prolonged-release beads, the safety risk is minimal in this case.

2. According to the applicant, the established name of the proposed drug is tolterodine prolonged-release
capsules. However, this modifier is not an official dosage form in the United States Pharmacopeia (USP)
mgnogrgphe Arrnrrlmo to the USP 24 NF 19 fl 1 ﬁll “ex_nress!on_s such as “nrnlnnopd action.” “reneat-
actien,” and “sustained- release have been used" to descnbe dosage forms. However “the term, extended-
release” is used for Pharmacopeial purposes.” Moreover, according to the Division’s chemist (HFD-580),
“the term, “extended-release” is most frequently used jor modificd release dosage forms that are not
considered delayed-release. Since the proposed drug is not a delayed-release product the preferred—

lermmology is extended-release.”

3. There are safety concerns regarding the possible name conﬁrsron betweer . and Ditropan XL.
As stated above, one reporter alluded to the fact that there are patients who confuse the approved drug,
Detrol, with Ditropan XL due to their similar drug names despite the different strengths and doses. If

—. also becomes available, name confusion could escalate since the longer-acting -

resembles Ditropan XL more closely than Detrol due to the use of the same modifier, “XL.” Moreover,
since both of these drugs are used for the treatment of overactive bladder with the symptoms of urinary
frequency, urgency, and urge incontinence, these two drugs would be prescribed in the same population.
Furthermore, both drugs are recommended for once.daily administration, and therefore, prescriptions for

" these two drugs could appear similar. Although we recognize that the different formulations and

strengths would help differentiate between ——— and Ditropan XL, misadventures or substitution of

.category C. Moreover, since both Ditropan XL (5,10, 15 mg; titrated up to 30 mg) and———— are titrated __



these two drugs could have significant outcomes for those patients who have hypersensitivities to either
of the active components of these drugs. Moreover, as previously mentioned in the medication error
reports, these two drugs are classified in different pregnancy categories. Although it is difficult to assess
the magnitude of the name confusion between Detrol and Ditropan XL in current practice from the

- limited number of medxcatxon error reports tlns review mdxcates that the addition of the same modxﬁer o
((YI )’

~  there are other modxﬁers that can be used to mdxcate an extended-release formulatxon, the use of the
term, “XL,” is not recommended in this case. : .

4. In the process of rewewmg the proposed drug name, we dnscovered sixteen (16) medlcatlon error reports

of labeling confusion between Detrol 1 mg and 2:mg strengths. According to these reports, both Detrol 1 -

mg and 2 mg packages and tablets are almost identical. First, the printing on the unit-dose blister tablets

" is hard to read and very light except for the manufacturer’s name, which is in darker print. The shiny
foil label makes it especially difficult to read the print depending on how light hits the package. One
reporter also stated that the printing rubs off so that some packages do not have the dosage strengths on

.- the labels. Another reporter stated that some blister labels appear fainter than others. Secondly, the

blister packs for-both strengths are the same size with the same configuration of 14 tablets and an empty
square in the middle of the blister pack. Although there is no tablet attached to the back of the empty
square, ittas been inadvertently mistaken for an actual square containing the drug. Furthermore, the
strengths are barely distinguishable as printed on the aluminum foil-like packaging in small black type.
Third, the tablets are essentially the same color and size to the naked eye. The imprints look very similar
and it would be easy to mistake the “O” (1 mg imprint- TO) for a “D” (2 mg imprint- DT) or vice versa.
.- 'In addition, the labeling on the Detrol 1 mg and Detrol 2 mg cartons are identical except that the.1 mg
_tablet strength is printed in'blue and 2 mg strength is printed in magenta. Although most of the 16 —-
reports are potential errors, actual errors occurred in 2 cases. However, no adverse events resulted since -
the errors- were discovered prior to patient administration. In order to prevent future medication errors
involving these two strengths, labeling changes are warranted as shown in section III of this review.
(See Appendix C for full-text narratives. )

_—5. ~The alternate modifier, “LA” is also a known medical abbreviation for “long-acting” formulations and

has been used in proprietary names such as Entex LA, Inderal LA, Inderide LA, and Exgest LA.
" However, since the-modifiers for Detrol LA and Ditropan XL differ and do not pose a significant safety .
risk of name rnnﬁlslgn at this time, the use of the term “LA” for the proposed druz 1s not objectionable

at this mne SR A _ B ,

III. - LABELING, PACKAGING AND SAFETY RELATED ISSUES

In the review of the container label, carton labeling, and the package insert of Detrol and" —— OPDRA
has attempted to focus on safety issues relating to possible medication errors. OPDRA has reviewed the current
container label, carton labeling;and the package insert and has identified an area of possible lmprovement

which might minimize potential user error. : _ )

A. CONTAINER LABELS

1. Detrol Blister Labels (1 mg & 2 mg)

a. As discussed in Section II C4 of this review, the blister labels are difficult to read due to the shiny
aluminum foil-like packaging and the small print size. We recommend increasing the size of the
blister labels and the font prints so that the information on the labels is easily readable. Furthermore,
we do not recommend the use of alummum-foxl like matena] that hinders the ]eg1bxhty of the labels.




—b. The bhster labels for Detrol 1 mg and 2 mg strengths are almost identical except for the strengths of
_the tablets. In order to prevent potential dispensing errors between the two strengths, we recommend
revrsmg  the blister labels so that they appear distinctively different. Moreover, we recommend

~ increasing the prominence of the strength and decreasing the prominence of the manufacturer name
- so that the most prominent components of the labels are the name and strength of the product. .

c. The blisters contain 14 tablets w1th an empty square in the middle of the pack. Although there is no
tablet attached to the back of the empty square, it has been madvertently mistaken for an actual— -
square containing the drug and dispensed accordingly. We recommend that each square of the blister
label contains the drug and is labeled appropriately.

d. One reporter stated that the printing rubs off the labels so that some packages do not have the dosage -
" strength on the product. Another reporter stated that the some blister labels appear fainter than
others. We recommend rewsmg the labels so that they are always readable with the same print
_consistency. -

2.- Detrol Contain_er L_abels {1 mg & 2 mg)

a. We recommend that the established name be printed in letters that are at least half as large as the
. letters comprising the proprietary name to be in accordance with 21 CFR 201.10 (g) ).

b. Although the Img and the 2 mg strengths are printed in different colors, the distinction is not very
apparent considering the identical design of the labels and the use of the same colors for the rest of
- the labels. We recommend rev1s1ng the contamer labels so that the two strengths appear drstmct:vely
different.

c. If space permits, we recommend relocating the “Rx Only” statement to the front of the labels.

3. Detrol XL Container Labels iz.mg & 4mg) V : _ R

1. Having an overlapping strength (2mg) for two drug products-with the same active ingredient and
different pharmacokinetics is a known associated risk factor in dispensing and/or prescribing errors.
Detrol and =" fit this profile. In order to prevent dispensing errors between the two strengths,

. werecommend that the labels for Detrol and .~ sppear distinctively different. Moreover, if
eV mn ainnd b A Cmnntinba tlen srne e ofmace adle o :.... - A thnt tha ncnseen Anlaca Asa ad
COJ0rs arc usca to aifierentiale ine€ various strengins, we recomimena that the same Co10rs are not usea
for Detrol and ~———labels. e '

As dxscussed in Section 1l C2 above, we- recommend revising the estabhshed name to read, “tolierodine
tartrate extended-release capsules

B. CARTON LABELING (Detrol 1 mg & 2 mg)

1. On the Sample Tray for Blisters,’

(A

" * should be revised to read:
o Professional- Sample — Not for sale
In addition, we recommend including the strength of the product on this sample carton labelmg

- 2. See comments under CONTAINER_ LABEL.




" C. PATIENTINSERT Detrol XL 2 mg & 4mg) .

" We recommend including the information vregz_xrding the difference between Detrol and _~_ " in the
patient insert in order to inform patients transferring from Detrol or other agents to—— ..

) Samnne Beam at 301-827- 316]

o

D. PACKAGING (Detrol(1mg &2 mg) . ..

As previously discussed, both Detrol 1 mg & 2 mg tablets are white, round,-i;iconvex, film-coated tablets
engraved with arcs above and below the letter imprints. In order to prevent medication errors due to look-
alike tablets, we recommend that these-tablets appear distinctively different in color and design.

IV. RECOMMENDATIONS: - : T

A. OPDRA does not recommend the use of the modifier, === " for tolterodine extended-release capsules.
However, the use of the altemate modifier, “LA”, is notobjectionable at this time

B. OPDRA recommends the above labelmg rev1snon that mlght tead to safer use of the product

OPDRA would appreclate feedback of the final outcome of thxs consult. We would be willing to meet with the
Division for further discussion, if needed. If you have furtherqu&stlons or need clanﬁcatxons please contact

&

Lauren Lee, Pharm.D.
Safety Evaluator '
- Office of Post-Marketing Drug Risk Asscssment —

Concur: - ,
' | % Mag]ame
B - Jerry Phillips, RP

) ' Associate Director for Medication Error Prevention
- L - - Office of Post-Marketing Drug Risk Assessment

APPEARS THIS WAY
ON ORIGINAL



Appendix A

o Medication Error Reports of Name Confusion Involving Detrol
he following narratives were transcribed from the medication error reports that were submitted. Therefore,

2 description of events may not be complete or relevant in all cases. Furthermore, since all reports do not
provide the date of events; other dates (such as the date that the report was written or when it was recexved by~

the Med Watch/USP/ISMP) are listed below.) >

..

: l. ISR# 3539673-4 (Date of Event 3/17/00) . -
After a patient presented a prescription for Detrol 2 mg, a pharmacy technician in training entered the prescnpnon into the
computer as Prandin 2 mg. The technician counted out Prandin 2 mg tablets and labeled the prescription vial as Prandin 2 mg.
According to the reporter, the patient discovered the error, and the medication was not used. The pharmacist stated that she failed™
to perform an adequate final check of the prescription during a peak prescription time at a retail chain pharmacy, and that when

i the prescnptxon was dxspensed, she was not asked to counsel the patient.

2. -ISR# 3392211-1 (Date of Event 6/99)
A woman reported that her 7 year old daughter took 2 mg Detrol for 1 month by mistake when the pharmacy inadvertently
. dispensed Detrol. She said in looking back over the last month that she remembers her daughter asking for something for a
~ headache, which was unusual. ‘She.also noticed her urine had a very strong odor which still persists after discontinuing the .
Detrol. The mother is pushmg ﬂulds and not giving her daughter any medication at the present time. No further information was
provided.

3. ISR# 3309265-0 (Date of Event 4/ 12/99) — = S
A physician reported that a 16 year old boy with a history of head trauma, ADHD, and enuresis was prescribed DDAVP but was
inadvertently dispensed Detrol by the pharmacy. He had taken Detrol 6 mg daily for a couple of weeks. He had trouble sleeping
and recently been fighting with other children. Urinary retention was also noted by his physxcxan and resolved upon drug
discontinuation. No further information was provided. ;

ISR# 3408S9T 8 (Date of Event 2/99)

A woman reported that her husband was prescribed an unspecified medlcatlon and received Detrol mstead Heused itfor2
weeks and started having muscle spasms. A follow-up phone conversation with the reporter was conducted on 9/12/2000.
According to the reporter, the pharmacist should have dispensed an unspecified antibiotic, instead of a " Detrol-like drug” since-
the patient was already taking Detrol. A follow-up conversation with the pharmacist revealed that the patient came into the
pharmacy with a prescnptlon that contained two drugs, oxybutymn and Septra. The customer pointed to oxybutynin and asked
that only this drug be filled since the other drug does not need to be filled at this time. The patient explamed that she still had
supplies of the other medication at home. The pharmacist correctly dispensed oxybutynin.

5. ISR# 3297963 7 (Date of Event 9/ 15/98)
A physician reported a pregnant 25 year old female took 4 Detrol tablets when her prescription was erroneously filled. The
‘woman was approximately 8-9 weeks pregnant with an estimated date of confinement of 4/21/99. She was given a prescription
for an unspecified medication which was erroneously filled with Detrol and took 4 tablets the followmggay before discovering
the error. When the prescniption we. rroncously filled with Detrol tablets. preratal vitamins shouid fu ¢ been dispensed. The
gestational age of the fetus was 6.3 weeks by ultrasound. According to the physician, he saw the patient one time on 9/14/98, but
on 10/21/98; she called to cancel her next appointment saying that she lost the baby. No further details provided.

Appendix B

_ Medication Error Reports Concerning —————

" 1.- ISR# 3484866-8 (Date of Report 3/20/00)
A physician, who is the _ _ T ———— .
Lo , reported that Phannacna-Upjohn has submitted a new drug
apphcauon for once daily Detrol to be called .....~-~—. This raises great concern because of the existing product, Ditropan XL
that is marketed also to patients with overactwe bladder and is the primary competition for Detrol. Many of our patients that use
these drugs are clderly and many of them are in mshtunonahzed or assnsted hvmg commnmues The dosages for these two

: 8



medicines are quite different, and some peoplé may have allergic mct_ioﬁs to oxyoutynin or tolterodine and become confused amd

- take the wrong medication because of the similar names. Even now.we have patients who confuse Detrol with Ditropan XL. T

allow labeling of the new Detrol once a day productas —___~ would dramatically complicate this problem. '

With the federal government being increasingly invested in trying to avoid such medication errors, I think it would be crucial to
avoid such similarity in naming two different products used in the same patient population. I believe that I can represent the

A physician, who is

concerns of not only urogynecologists, but also urologists who are actively treating patients for overr e bladder.

-

ISR# 3484938-8 (Date of Report 3/18/00) . o S

e sttd repovied that Pharmacia-Upjohn have placed a NDA for long-

acting tolterodine (Detrol), and the potential name for the productis* “~—- * This would be a terrible mistake. Ditropan XL

is the only once-a-day anticholinergic on the market for overactive bladder symptoms. The potential confusion between brand
names is obvious. The miedical ficld already has a real problem with similarities between medication brand names. Why add to
the problem? SR or CR for slow-release or controlled-reicase would imply the same drug benefit without brand confusion. I
strongly urge you to prevent this problem before it has a chance to start. :

ISR# 3484937-6 (Date of Report 3/17/00) | I A

A physician, who is f SRR _ - ' ., reported that
new once daily Detrol has been submitted by Pharmacia and Upjohn under the proposed brand name of y————— This name
could present a problem with the already marketed product Ditropan-XL. In light of the potential for confusion and the resulting

detrimental effects, the reporter suggested that FDA reject Pharmacia and Upjohin’s request to name the new once daily
‘tolterodineas " They could get the same point across by calling it Detrol SR, for sustained release or Detrol ER for
eextended release. This would do away with the problems that could exist in leading to a prescription error. Two drugs with the

name Ditropan-XL and] ,———  spensing errors could cause some significant problems especially with respect to things such
as the hypersensitivity to the drug. Both of these drugs are contra-indicated in persons with hypersensitivities to the active

"compounds and since the active compounds are different, potential harm to the patient exists. Other confusions relate to
‘pregnancy categories where Ditropan XL has been classified pregnancy category B and Detrol has been classified pregnancy

category C. Lastly, I want to bring to your attention that Ditropan XL is available in three dosage strengths (5, 10, and 15 mg and
titration can come up to as high as 30 mg.) -~ apparently will come in two strénigths 2 mg and 4 mg, and I can see how
there could be pharmacy confusion as individual physicians titrate these drugs differently. Pharmacia and Upjohn certainly would
get the same point across by naming the drug as suggested above. . ' o

Appendix C

Medication Error Reports of Label_ing Confusion Involving Detro}

- DQRS: U# 26946 (Date Received 7/12/00) - o -

The printing on the very small-unit dose package is too light except for the manufacturer’s name which is in darker print and not

uniform. The shiny foil label makes it especially difficult to read the print. Additionally, the product is packaged in such a way
that it is possible to dispense a unit-dose blister without dispensing the label. The medication was not given'to the patient.

ISR# 3539677 (Date of chort 7/11/00) - a : o -
According to the reporter, the foilon the Detrol Unit Dose packaging is hard to read depending on how the light hits the package..

" The printing is small and rubs off so that some packages do not have the dosage strength on the product. The reporter also

notified Upjohn.

—

ISR# 3499769-2 (Date of Report 5/10/00) ,

The reporting pharmacist and his staff have found that the printing on the unit-dose blister tablets for both strengths of Detrol (I

mg & 2 mg) is very, very poor. The strengths are barely distinguishable as printed on the aluminum foil-like packaging in bl'ack
type. The blister must be held at an angle in the light to first attempt to read it. Itis very faint. Also, the tablet strength is printed

in the smallest type on the blister label. -The name of the drug and the name of the manufacturer are printed bigger and bolder.

This is a med error waiting to happen. One pharmacist already averted one error by spotting the wrong strength tablet in a

patient’s unit dose cassette. To make matters worse, the tablets are essentially the same color and size to the naked eye. The
blisters are very small, too. The reporter suggests increasing the size of the blister, which will yield a larger area for the
information. Furthermore, make the strength larger-it’s the most important piece of information. -Can the strengths be further
differentiated by other means? Both strengths have the same formats and colors. L



4. DQRS: M# 129089 (Date Recexved 5/8/00)

The printing on the unit dose packaging of these products is very small and hard to read. Makmg it hard to determine the streﬁ
~ 1 mg or 2 mg- the printing is small black lettering on a shiny silver foil background. The packaging also uses rough-surfaced
plastic, making the pnnnng even harder to read. : .

i

APPEARS THIS WAY

5. DQRS: U# 599 (Date Received 4/28/00) :
Detrol 1 mg and 2 mg look-alike. Both are small white tablets. The ! mg has a m;!nnt “TLO” and the 2 mg has an imprint

_ “DT". Both are difficult to see. The medication was not given.

6. ISR# 3499555-3 (Date of Report 427/00) o | o -

- According to the reporter, both strengths of Detrol tablets (1 mg and 2 mg) look identical; the tablets are white, round, and the

same size. The imprint on the I mg is “TO”, while on the 2 mg tablet, the imprint is “DT". These imprints look very similar and _
it would be easy to mistake the “O” for a “D” or vice versa. Additionally, the blister ‘pack is the same size with the same tablet o
configuration of 14 tablets with an empty square in the middle of the pack. The reponer recommends changmg the color of ome
tablet strength to avoid the error of wrong dose administration. .

7. ISR#3501387-4 (Date of Report 4/25/00) =~ -
According to the reporter, there is a potennal problem with Detrol. Both Detrol I mg and 2mg packages and tablets are almog
identical. _ _

8. DQRS U# 128691 (Date Received 2/23/00) ' -—

ON OR_I_GINALf

The darkness of the printing is uneven on the blister card labeling, cspeclally affectmg the left column of the blister sheet. The
tablet strength is very light and barely legible. You can make out “mg”, but not the “2”. The 2 mg tablets closely resemble the 1

-mg tablets in size and color. There is a potential for medication errors to occur.

ISR# 3385411-8 (Date of Report 10/ 13/99)

According to the feporter, the labeling on the Detrol 1 mg and Detrol 2 mg containers is identical except that the strength of thcl
mg tablet is printed in blue and 2 mg strength is-printed in magenta. Both tablets are white and the same size; the 1 mg tablet is
imprinted “OT” and the 2 mg tablet is imprinted “DT”, which does not assist in identification because the “D” and “O” are
difficult to differentiate. The reporter recommended changing the code and the color of the 1 mg tablet. Change the labels so that

- there is significant differences in color and design.

—
W

- DQRS: M# 127907 (Date Received 6/23/99) B ' R

Detrol is available in two strengths, 1 and 2 mg tablets. The tablets are nearly identical in appearance, differing only in small
embossed letters. It seems ludicrous thata color or size difference was not employed to help differentiate the two. The
medication was not given.

. DQRS: U# 26150 (Date Received 5/26/99) -

Package labeling makes it difficult to distinguish between the T mg and 2 mg tablcts The labeling is black pnnt on the silver foil

packaging. In addition, the tablets are the same size and color. The medication was not given to the’ p“mem

- —

SR .. TH0dG-T Laic e T YY) L
According to the reponer Detrol 2 mg was filled instead of Detrol 1 mg.” The packages are xdenucal except for the | and 2,but

~ are very difficult to read because of the background and contrast. This error was caught before it went to the nursing unif” The

error was discovered by a pharmacist during checking procedure for cart fill.

. DQRS: M# 127708 (Date Received 4/21/99)

The tablet size, color, and markings on the Detrol 1 and 2 mg tablets are far too similar for safety. Without careful observation
and a magnifying glass, itis extremely difficult to tell these two apart. We would prefer a color dlfference or some other otmous :
indication between the strengths of these tablets. Tlhie medication was not given.

. ISR# 3249090-2 (Date of Repoit 4/16/99)

According to the reporter, Detrol 1 mg and 2 mg tablets are of similar size and shape. The imprint is also similar. When
repackaged from bulk for long term care institutions in “bingo cards” it is easy to mistake them.

. DQRS: M# 127394 (Date Received 1/22/99)
Detrol 1 mg and 2 mg tablet size, shape, : and color are identical. Tablet markmgs are similar and difficult to see. High potential

.10




for errors.’

16 DQRS: U# 25748 (Date of Event 11/24/98) ' :
Detrol 1 mg and'2 2 mg tablets have exactly the same appearancc Tbcy are the same color and have the same tablet markings.

.  APPEARSTHISWAY )
" ON ORIGINAL _
1 — | _-
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_ ~ NDA: 21-228
' Office Files - ‘
HFD-580; DlVFl]eS, Evelyn Farinas, Project Manager
HFD-580; Susan Allen, Division Director . .
_ rAFD-400; Jerry Phillips, Associate Director, OPDRA

Electromc only cc:
HFD-002: Murray Lumpkin, Deputy Center Director for Revnew Management
_HFD-400 Peter Honig, Director, OPDRA -

—_ . HFD-040: Patricia Staub, Senior Regulatory Review Officer, DDMAC

‘ HFD-440: Mary Dempsey, Project Manager, OPDRA -
HFD-400: Sammie Beam, Project Manager OPDRA
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' DEPARTMENT OF HEALTH AND HUMAN SERVICES | - : T o
PUBLIC HEALTH SERVICE - rQ TR
o FOOD AND DRUG ADMINISTRATION . REQUEST FOR CONSULTATION
. ; TP hdips - -
|| TO (Division/Office): OPDRA ot jav\p e Reo rroM: Evelyn R. Farinas -
= -~} INDNO:: - | NDANO.: . DATE OF DOCUMENT:
. . . _ TYPE OF DOCUMENT :
July 17, ZOOQ ) N2 l'_-_2_,28'_ Tradename request June 8, 2000
NAME OF DRUG: PRIORITY CONSIDERATION: CLASSIFICATION OF DRUG: DESIRED COMPLETION DATE:
I‘olterodme extended release GU B -September 15, 2000 .
NAME OF FIRM: Fharmacia and Upjohn - .
- REAS_ON FOR REQUEST
; - L GENERAL
NEW PROTOCOL O PRE-NDA MEETING O RESPONSE TO DEFICIENCY LETTER
O PROGRESS REPORT O END OF PHASE Il MEETING O FINAL PRINTED LABELING
[0 NEW CORRESPONDENCE O RESUBMISSION - O LABELING REVISION
O DRUG ADVERTISING O SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT .. OPAPERNDA - O FORMULATIVE REVIEW -
0 MANUFACTURING CHANGE/ADDITION O CONTROL SUPPLEMENT - — NO OTHER (SPECIFY BELOW):
O MEETING PLANNED BY : Tradename review
_ . II. BIOMETRICS ‘
STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BARANCH-
O TYPE A OR B NDA REVIEW o O CHEMISTRY REVIEW
0 END OF PHASE Il MEETING 0O PHARMACOLOGY
~ CONTROLLED STUDIES O BIOPHARMACEUTICS
"ROTOCOL REVIEW O OTHER:
JSTHER: . .
- 1. BIOPHARMACEUTICS _ _
O DISSOLUTION . O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES ) O IN-VIVO WAIVER REQUEST . 3
IV. DRUG EXPERIENCE . )
.. O PHASE IV SURV /EILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
|| O DRUG USE+g: POPULATION EXPOSURE, O SUMMARY OF ADVERSE EXPERIENCE -
ASSOCIATED DIAGNOSES - O POISON RISK ANALYSIS
O CASE REPORTS OF SPECIFIC REACTIONS (List below) : » : -
0 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP — -
R V SCIENTIFIC INVESTIGATIONS
OCLINICAL ~- O PRECLINICAL . - .
COMMEN;I' S/SPECIAL INSTRUCTIONS: cc:
SIGNATURE OF REOUIFSTER- R METHOD OF DELIVERY (Check one):
5 —
ﬁAﬁJRE O RECEIVER. ~ (\ \%/OO SIGNATURE OF DELIVERER:




7000 Portage Road
Kalamazoo, Ml 49001-0199

June8,V2000 DUPUCATE : s

Dear Sir/Madam: | - o e

$' Pharmacia&Upjohn ~ ~  ==ddiis

" Division of Reprodnchve Health and Urologic Drug Products HFD-580
Center for Drug Evaluation and Research ’

- Document Control Room 17B-20- R , - _
Food and Drug Administration : NEW conaESff
5600 Fishers Lane . 1 ' }\)

| Rockvﬂle, MD 20857 C C

"' _RE: NDA21-228 | B
Tolterodine '~ release
capsules

N General-Correspondenéé , —
- - - Request for Comment °

As we have now completed our internal réviews and assessment, we request feedback from
the Agency on the acceptability of ~ as our primary choice for the trademark
for the above referenced product B o

‘Asa back-up cho:ce we propose DETROL™ LA -

' Ifyou should have ; any questlons régarding this i mformatlon, please contact Gregory G.

" Shawaryn at (616) 833-8239. Please address correspondence to Unit 0635-298-1 13.

Sincerely,

PHARMACIA & UPJOHN COMPANY

Gre%waryn

Regulatory Manager
Regulatory Affairs

vGGS:lmtl'




NDA 21-228
Tolterodine extended release capsules -
- Pharmacia & Upjohn Company
" AIP Integrity Policy _
This ébiiiication 1s ﬁot on the AIP. -
- APPEARS THIS WAY
-—  __ ONORIGINAL



NDA 21-228 _
Tolterodine extended release capsules '
Pharmacia & Upjohn Compar , » —
L - o - T Post Marketing Commitments -
Not applicable for this submission. )
APPEARS THIS WAY--
— - ON ORIGINAL



NDA 21-228 :
Tolterodine extended release capsules
- Pha—acia & Upjohn Company

Press Ofﬁce information -

3 Not- applicable_for this application; Press Office notified. | - -
APPEARSTHISWAY . .
- 77 ON ORIGINAL L




- Tolterodine ===  Release Capsules NDA 21-228

Pharmacia & Upjohn Company

Item 1: Index
= Vol. 1 /Pg. 5

. | ~° NDA21-228

PATENT INFORMATION / PATENT CERTIFICATION

- L § Acuvelngrgdxent
2 Stengh(y
3. TrdeName
----- 4 _iDosageFonn
b Roue of Adminismation
s  Applicant Firm Name
6. - NDANumber
7 NDA Approval Date

8. Applicable patent numbers arid
expiration date of each —

Tolterodiie ™ wewmee—Release Capsules-

- amwe

Tolterodine L-tartrate

2and 4 mg
Detrol
— '-.ReluseCapmés .

-Phaxmacxa&Up]ohnCompany

21-228

. To be determined
5,382,600

sm————

Claims cover 3,3-diphenylpropylamines, including

- tolterodine, and pharmaceuncal composmons

comprising them. -

- 5,922914 ;

Expiration date — December 18,2017 - -
Claims cover a process forpmducmgtolterodme-

-L-iafﬁ'ae _

' ‘This to certify that the above information is correct

N oty Affai
Pharmacia & Upjohn AB, Sweden




- EXCLUSIVITY SUMMARY for NDA g _2)-228 SUPPL 4 -

Trade_Name J\‘P“ Qu(. (/- _ Gen‘ex_‘_i_c_ANawmé }0{ {‘Cﬂﬁ(&b\}l (7({01\1‘14? J'\be‘-"““-‘

App_licaiit_: Name _Phaaoeo tio /g LL'(‘“Y_{(*A'\ . ~ HFD-_SBO

' Approval Date )EXKJANXQ}* refoovo - -

PART I:

t. An exclusivity determination will be made for all original
applications, but only for certain supplements. = Complete
Parts II and III of this Exclusivity Summary only if you
answer "YES" to one or more of the following questions about

" the subm1531on T :

a)Is-it an origihal NDA? ' o YESIAX-/ © NO [/ /

b) Is it an effectlveness supplement7 YES /_ NO / X/

If yes, what type(SEl SE2, etc.)?

c) Did it require the review of clinical data other than to
-support a safety claim or change in labeling related to
safety? (If it required review only of bloavallablllty

" or biocequivalence data, .answer "NO.")

YES /l/ NO /__ [/

I1f your answer is "no" becausé.you uelleve the study 'is a

- _bioavailability study and, therefore, not eligible for

exclusivity, ‘EXPLAIN-why it is a Dloavallablllty study, -
including your reasons for disagreeing with any arguments
made.by the applicant that. the study was not - 31mp1y a
bloavallablllty.study , - - -

If it is a supplement requiring the review of clinical
- data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical

Page 1.



data: ’ .

N

~

d)Dld the applicant request exc1u31v1ty°

YES /X / NO /_if

If the'answer to (d) is "yes," how many years of
— - exclusivity did the applicant request?

M01ety°

YES /__/ - Na/ X/

e).Has pediatric exc1u81v1ty been granted for this Actlve

IF YOUu HAVE ANSWERED "NO“ TO ALL OF THE ABOVE QUESTIONS, GO

DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. Has a product with the same-aetive 1ngred1ent(s) dosage form,

strength, route of administration, and dosing schedule

previously been approved by FDA for the same use? (Rx'to OTC)
Sw1tches should be answered No - Please indicate as such).

YES./ / NO

i/

. 7 A I/ X //
If yes, NDA # _ '~ Drug Name -
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9. -
3. Is this drug product or indication a DESI upgrade? _
YES /__/ No / X/



IF THE ANSWER TO QUESTION 3 IS "YES,"™ GO DIRECTLY TO THE

SIGNATURE BLOCKS ON Page_2_Le1en_i£_a_atndy_uaa_reqnlredeﬁor_the_____,__

upgrade)

’(Answer elther #1 or #2, as approprlate)

ls_a.ng.le_agt_lle_mgx_e_d;&m;.p_r_edus_t ' -
Has FDA prev1ously approved under sectlon 505 of the Act any

. drug product containing thé same active moiety as the drug

— under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates —

'~ or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer- "no" if

- 'the compound requires metabolic conversion_ (other than -

deesterification of an esterified form of the drug) to produce
an alreadv approved active moiety.

. If yes," identify the approved drug product(s) containing the
active m01ety, and, if known, the NDA #(s). o —

~NDAH e e
NDA # ___NDQ 30- 771
NDA ¥ _
2. Q !. ! » T : !- -

Page 3



I1f the product contains more than one active moiety (as
defined in Part II, #1), has FDA previously approved an
app.ication under section 505 conta1n1ng -any one of the actlve

moieties in the drug product? 1E, for example, the
combination contains one never-before-approved active m01ety

~and one previously approved active moiety, answer "yes." (An

active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
previously approved.)

YES /;_/ ~No /_ _/

APPEARS THIS WAY
" ON ORIGINAL

Page -4 o



If "yés,f identify the approved drug product(s) contalnlng the
actlve m01ety, and, if known, the NDA #(s)

NDA #

NDA # _

NDA # i _ -

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
 DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
— CIIX. - ' : '

pgnrfixrz 1gggg;x5A3_zxgLgsIzLnL1pz_uQALg_Aun_ggzzgzuguzs

To quallfy for three years-of exclusivity, an appllcatlon or
supplement must contain "reports of new clinical investigations
(other than bivavailability studies) essential to the approval of

- _,’the application and conducted or sponsored by the applicant."®

This section should be completed orily if the answer to PART II,
Question 1 or 2, waS-"yes." o —

1. Does the appllcatlon contain reports of clinical
1nvest19at10ns° (The Agency interprets "clinical
. investigations" to mean investigations. conducted on humans
other than bicavailability studies.) If the application
'~ contains clinical inveétigations'only by virtue of a right of
. reference. to clinical investigations ‘in another application,
_answer "veg, " then sk1p to questlon 3(a). If the.answer to

appllcatlon, do not complete remalnder of summary for that
1nvestlgatlon. : : -

T ‘ Yes /¥ /  No /__J

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. A clinical in#estigation is "egsential to the approval" if the -
Agency could.-not have approved the application or supplement -
without relying on that investigation. Thus, the _

Page 5




1nvestlgat10n is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
“or application in light of previously approved app’ications

(i.e., information other than clinical trials, such as
biocavailability data, would be sufficient to provide a ‘basis
for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product), or
2) there are publlshed reports of studles (other than those
available data that 1ndependently would have been suff1c1ent
to support approval of the application, without reference to
the c11n1cal 1nvestlgatlon submltted in the application.

For the‘purposes‘of this section, studies comparing two -
products with the same ingredient (8) are con51dered to be
bloavallablllty studies.

(a) 1In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary to
support approval of the application or supplement?

: . YES /> / NO / -/
If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

(b) -Did the appllcant submlt a llst of published studies
relevant to the safety and effectiveness of this drug
-product and a statement that the publicly available
" data would not 1ndependent1y support approval of .the .
appllcat:lon'>

- - T . © XES /__/ '. No / X /

(1) If the answer to 2(b) is "yes," do you personally
A_knbw of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

Page 6




YES /__/ No /_X/

IT yes, explain: i

APPEARS THIS WAY
ON ORIGINAL
__Page -7.



(2) If the answer to 2(b) is "no," are you aware of

" published s_udies not conducted or.sponsored by the

—_applicant or other publicly available data that could
o : independently demonstrate the safety and effectlveness
' of this drug product?

YES /__/ NO /_AN/

If yes, explain:

(c) If the answers to (b) (1) and (b) (2) were both "no, "
identify the"clinical_inyestigations submitted in the
application that are essential to the approval:

Investigatién #1, Study # qg — T 0CR - 00 7
~Investigation #2, Study # qg - TOC({f 007 6
I'h.vesti.gation #3, Study # 9 ] - TOC/R - 0072~

3. In addition to*being~essential, investigations must be "new”

to suppdrt exclusivity.- The agency interprets "new clinical —

investigation" to mean an investigation that 1) has not_been
relied on by the agency to demonstrate the effectiveness of a
_ previously approved drug for anylindication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
-something the agency considers to have been demonstrated in an
already approved application. -

(a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously-
appfoved drug product? (If the investigation was relied
on only to support the safety of a prev1ous1y approved
Adrug, answer "no ")

Investigation #1 YES /__/  NO/ Xv/

Investigation #2 . - YES /__/ NO / Zg/

Page 8 - .



Investigation #3 YES / 7 NO / 7</

If you have answered "yes" for one or more -

(b)

(c)

'NDA # ‘ Study #

NDA # _ Study #
'NDA # ' . Study #

investigations, 1dent1fy each such 1nvest19atlon and the
NDA in which each was relied upon:

For éach investigation identified-as "essential to the
approval," does the investigation duplicate the results

of another investigation that was relied on by the -agency "
to support the effectiveness of ‘a previously approved e

drug product°

Investlgatl_pn #1 . YES /__/ NO / X/
Investigatioﬂ #2 YES /' / - No / X/
Investigatior’f—#B YES /__/ NO / 7(‘/

If you have answered "yes" for one_ or more

" investigations, 1dent1fy the NDA in which a similar .

investigation was relied on:

NDA # _ _ Study #:
NDA # , Study #

If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations-
listed in #2(c), less any that are not ,“new")

Invee\tlgatlé'n # I.', Study # Clg T(’)CR 007

-‘Investigation‘k #_?:, Study # q Y TOC(L 0o 7‘&

Ihvestivévation- #_@, Stud)}'# q7 _ TO (/K-f- Od?—

Page 9 .



4. To be eligible for exclusivity, a new investigation that is
' essential to approval must also have been conducted or
- sponsored by the applicant. _An investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
, or 2) the applicant (or its predecessor. in interest) provided
L __substantial support for the study. Ordinarily, substantial S
' - . support will mean providing 50 percent or more of the cost of '
the study. ' ) : | - ; - o

APPEARS THIS WAY
ON ORIGINAL



(a) For each investigation identified in fesponse-to
question 3(c): if the investigation was carried out

’

1571 as the sponsor?

- : Investigation #1 I

I CIND # T - NO / -/ Expiain:

e tme  tem  ew

" Investigation #2
IND — i > /__/ Explain: _

© ;\__,l ~
In \/‘LST’sq«"hOY\-ﬁB
ND
(b) For each 1nvestlgat10n not carrled out under an IND or
’ for which the applicant was not identified as the
sponsor, did the applicant certify that it or the

- " ' applicant's predecessor in interest provided
substantial support for the study?

I

Investigation #1

YES /__/ Explain NO /__/ Explain ___ -

Investigation #2 -1

YES /__/ Explain ! NO /___/ Explain T
— A .




(c) Notwithstanding an answer of "yes*® to (a) or (b), are

there other reasons to believe that the applicant

—_ ’ " ghould not be credited with having "conducted or
- gponsored" the studyzmr(Purchased—studles may not be
used as the basis for exclusivity. However, if all .
rights to the drug are purchased (not just studies on
“the drug), the applicant may be considered to have
sponsored-or conducted the studies sponsored or - -

_ eonducted by its predecessor in interest.)

YES /__/ " NO /> /
If yesfﬁéxPlain:
I% _ f?,,[ 2 z//u\r
| Signgtu of Preparer o . Date
Title: ﬁ?ﬁdAx Vf\ﬁﬁ““ﬁﬁ/f ' ' '
. Signature of Offlce of pDi¥ision Director _ Date.
_ce: ' -
~  Archival NDA ‘

- HFD-  /Division File o 7 o




HFD-  /RPM" L o -
-~HFD-093/Mary Ann Holovac '
HFD-104/PEDS/T.Crescen~i

~ Porm OGD-011347 . o
Revised 8/7/95; edited 8/8/95; revised 8/25/98, edited 3/6/00
APPEARS THIS WAY
ON ORIGINAL




Tolterodiné, == ! Release Capsules NDA 21-228 S Item1: Index
o S | Vol. 1 /Pg.

6

- Pharmacia & Upjohn Company

DEBARMENT CERTIFICATION FOR TOLTERODINE ' wsesss® Relwse Capsules
"~ NDA#21-2:48 :

. Pursuant to section 306(k)(1) of the Federal Food, Drug and Cosmetic Act, the applicant certifies
that, the applicant did not and will not use in any capacity the services.of any person listed pursuant.
to section 306(e) as debarred under subsections 306(a) or (b) of the Act in connection with this
application. ’

DI e

Assoclate Director o
Global Regulatory Affan's CMC - : . —

T APPEARS THI{H‘JAL o N
ON ORIGINAL R



833 8237 TO-813818274267  P.92.02

" DEC. 21’08 15:27 FR PHARMACIA-UPJOHN 516

| d i ™ ) N | - '\j - o ) . . mmmrzgomm
_ - @ Pharmacia&Upjohn e

April 26, 2000

 Division of Reproductive Health and Urologic Drug Products, HFD-580
'Center for Drug Evaluation and Research :
Document Control Room 17B-20
- ' Food and Drug-Administration
5600 Fishers Lane
~Rockyille, MD 20857 o -
RE: NDA21.228 )
Tolterodine wmsssmsz release capsules

- Amendmént#S ’

Dear erMadam_ _

It has come to our artention (through a telephone contact from Lana Pauls at FDA) that FDA form T
3454 was provided in the Financial Disclosure (Item 19) section of the above NDA in error. Two
investigators did in fact disclose a financial interest and a FDA form 3455 was also completed and
included in the NDA. Pharmacia & Upjohn is therefore requesting that the FDA form 3454 (found in

" Valume 1.1, page 10) be withdrawn. : ~ ) :

I ybu should have any questions regarding this information, please contact Gregory G.
Shawaryn at (616) 833-8239. Please address correspondence to Unit 0635-298-113.

Sincerely, .
' PHARMACIA & UPJOHN COMPANY - =

Gregory .Shg/arynw‘v r‘ A |

' Regulatory Manager
U.S. Regulatory Affairs

GGS:milw - . -

cc Lana Pauls HFD-580

R i“*'-f“*-‘-*’”f’"‘-‘-’?'i'*iF;TOTéL"-PéeE-.aéz? ——




Tolterodine 'w——  Release Capsules NDA 21-228
Pharmacia & Upjohn Company

Item 1: mde#
Vol. 1 /Pg. 10

' 5246 Federal Reg tér/Vol. 63. No. leMondaz, Febg 2, 1998/Rules and Regaﬁons' -

- DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. XXXX-XXXX
Public Health Service _ Expiration Date: x/xx/xxxx : ~
Food and Drug Administration * — - :

CERTIFICATION: FINANCIAL INTERESTS AND . _
ARRANGEMENTS OF CLINICAL INVESTIGATORS Re: Tolierodine Tablets/Capsuies

TO BE COMPLETED BY APPLICANT

investigator includes the spouse and eachi dependeant child of the investigator as defined in 21 CFR 54.2(d)

FORM FDA 3454 (797)

With respect to all covcxed clinical studies (or specific clinical smdies s listed below (if appropriate)) submitted in ..
support of this application, I cemfy to one of the statements below as appropriate. I understand that this .
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical

. Please mark the applicable checkbox

P . ,

| (1) As the sponsor of the submitted studies, I certify that I have not entered into any financial arrangement
with the listed clinical investigators (eater names of clinical investigators below or attach list of names -
to this form) whereby the value of compensation to the investigator could be affected by the outcome’
of the sudy as defined in 21 CFR 54.2(a). I also centify that each listed clinical investigator required
to disclose to the sponsor whether the investigator had a proprietary interest in this product or a
significant equity in the spoasor as defieed in 21 CFR 54.2(b) did not disclose any such interests. I
further clarify that no listed investigator was the recipient of significant paymeats of other sorts as'

, deﬁnedm21cm542(o )
_ 5 | See Attached List
s
EE
- e
=

pr—

(2) As the applicant who is submitting a study or sudies sponsored by a firm or party other than the
applicant, I certify that based on informaﬁon obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in
any financial arrangement with the sponsor of a covered study whereby the value of compensation to
the investigator for conducting the study could be affected by the outcome of the study (as defined in
21 CFR 54.2(a)); had no proprietary interest in this product or significant eqmty interest in the sponsor

_.—of the covered study (as defined in 21 CFR 54.2(b)); and was not the recxpxcnt of significant payments
of other sorts (as defined in 21 CFR 54.2(D)).

AR A ANt oty o

© RN i T

(3) Asthe apphcam who is subxmmng a smdy or studies sponsored by a firm or party other than the
applicant, I certify that I have-acted with due diligence to obtain from the listed clinical investigators
(amach list of names) or from the sponsor the information required under 54.4 and it wasnotpos51blc
. todo so. The reason why dns information could not be obtained is attached.

Name T Title
Gunnar Casserstedt - ' Vice President, R&D Finance
Fimy/OrganiZation ’ , , o
—Pharmnacia & Upjohn ~ - : . 2
‘ ~TDa ~f

.

Public reporting barden for this collection of inf is 0 averag lbowyu P umfcrmr-m;mmmhm
mmmm;nﬂmmmmﬂ wplet ng the colléction of inf Sead cot sarding this

" burden estimxte or any other aspect of this collection of infi jou, includin sngmﬁrmmmu )

DHHS Reports Clearance Officer . R MammwMormwamnu
Paperwork Reduction Project (0910-xxxx) not required 10 respond to, a collection of information
Humphrey Building. Room 531-H unless iz displays a currentdy valid OMB control number.
200 Independence Ave., SW - : .
Washington, DC 20201

Please DO NOT RETURN this application tothis address




Tolterodine. — | Release Capsules NDA 21-228

Item 1. Index

Pharmacna & Up_)ohn Company _ | : . T—Vol. 1 /Pg. 11~

72178 Federal Register/Vol. 63. No. 251/Thursday, December 31, 1998/Rules and Regulations

DEPARTMENT OF HEALTH AND HUMAN SERVICES ~ | Form Approved: OMB No. XXXX-XXXX

—Public Health Service anwswww
Food and Drug Administration :

—— CERTIFICATION: FINANCIAL INTERESTS AND o

_ARRANGEMENTS OF CLINICAL INVESTIGATORS __ Re: Tolierodine Tabless/Capsules
- T0 RE COMPLETED B YAPPUCANT .

The following information cpncmﬁng _Dr. Simon Hil . R Freeman , who participated as a
- Name of clinical investigator .

clinical investigator in the submitted study- _ - Tolterodine Tablets/Capsules , is submitted i in
Name of clinical smdy -

financial interests that are required to be disclosed as follows: -

' Please mark the applicable checkbox

any financial arrangement entered into between the:kponsor of the covered study anti ﬁc clinical
investigator involved in the conduct of the'covered study, whereby the value of the compensation to.
the clinical investigator for conducting the study could be influenced by the outcome of the study.
any sxgmﬁcam payments of other sorts made on or after February 2, 1999 from the sponsor of the
covered study such as a grant to fund ongoing research, compensanon in the form of eqmpment,
retainer for ongoing consultation, or honomna,

see anached Data Integnty Assurance Factors

any propnctary interest in the product tested in the covered study held by the clmxcal investigator;

any sxgmﬁcant equ:ty interest as defined in 21 CFR 54.2(b) held by the clinical mvesnvator in the

sponsor of the covered study.
Details of the in "ndua}'; isclosabl nancial arrangements and interests are attached, along with a

| description of steps taken to minimize the potennal bias of clinical study resuhs by any of the disclosed
arrangements Or interests v | —.

| Name - . " | Tide .

Gunnar Casserstedt Vice President, R&D Finance _ - .
| Firm/Organization _ — . - '
|~ | Pharmacia & Upiohn ____ o o,
SIW—D"‘ /Z//r/?? .
—_ - : —7 —

..}L:.,mwsw
Anagexymynolcudnuwm and a persos is not mmpmduacdhcnmofmfummnduphynmmlynbd
OMB costrol sumber. Mummhmwdmsmwwdmwmmmum
. iamwmmmmzﬂnmaﬁmn&mmmmmmmucmd
information. Wmmmmmcmm;wuwmmdmm“wk
reducing this burdes to: - :
DepamnmtofﬂahhmdﬂnmSemcs
Food and Drug Administration
5600 Fishers Lage, Room 14C-03 € Please DO NOT RETURN this application to this address
Rockville, MD 20857

accordance with 21 CFR part 54. The named individual has paniciﬁated in financial arrangements or holds -

FORM FDA 3455 (10/98)
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Tolterodine wmems . Release Capsules NDA 21-228 : © Item1: Index
- Pharmacia & Upjohn Company o A Vol. 1 /Pg. 14

_ Data. Integnty Assurance Factors for Investlgators Disclosing Financial
o ~ " Interest

- Protocol 98-TOCR-007 was a double-blind (double-dummy technique), randomized, o

" - placebo-controlled, muiti-center and multi-national study enrolling 1529 patients oo
(507 on Tolterodine csexamms.  Release, 514 on Tolterodine Immediate Release and - o
508 on placebo) from 167 centers in 14 countnes.

Controls in place to ensure data integrity

"=~ All study centers were monitored regularly and Source Data Verification was done . B

~and documented according to GCP. . . T
- The statistical analysis did not show any country effects. ’
- All study personnel were blind to treatment throughout the study.

" Dr. Simon Hill, MD

- Dr Hill enrolled 7 patients in the study.

- ‘Monitoring visits were done approx:.mately every 4 weeks. SDV was doné to some
extent at each visit. .

- The site had an average number of audits. : .

- There was no audit done at this center. o .

Dr. Robert Freeman, MD
- Dr Freeman enrolled 17 panents in the study.
B - Monitoring visits were appronmately done every 4 weeks. SDV was don€ at— som&
extent at each visit.
- * The site had an average number of audits. )
- Audit was done at this center. " . ' —
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' 7000 Portage Road™ "

DUPL\CATE

PharmaCIa &Upjohn : : E Telephone: (616) 833-4000

- —

December 15 2000 | - OV

) R FOR D

Divisiom of Reproductive Health and Urologic Drug Products HFD-580 RECD
Center for Drug Evaluation and Research :

Document Control Room 17B-20. : \(v DEC 18 2000 §
Food and Drug Administration : [\) 00 ﬁ { (/ HFD-580 )
5600 Fishers Lane ‘\@‘3‘ §

Rockville, MD 20857 ' —
o — RE:- NDA 21-228 _
Tolterodine extended release capsules

, Amendment #14

Dear Snr/Madam

Reference is made to the chermstry reviewer’s requests that you relayed to Pharmacna & Upjohn in
the telephone contact of December 12 2000.

Pharmacxa & Upjohn commits to havmg complete NDC numbers i in the how supplied section of the
package msert

Pharmacia & Upjohn commits to having complete lot and expiration date mformatnon on all pnmary
and secondary product packagmg -

Non-insert labelmg using the ~wocae along with non-insert labeling using the LA suffix
was submitted in Amendment 12. Please - L N .aswe
have been informed by the Division that this suffix will not be approved. -

If you should have any questions regarding this information, piease contact Gregory G.
Shawaryn-at (616) 833-8239. Please address correspondence to Unit 0635-298-113.

Sincerely,

PHARMACIA & UPJOHN COMPANY o o

Gregory G Shawaryn-- ' : L

Regulatory Manager
Regulatory Affairs

GGS:SEH



Form Approved: OMB No. 0910-0338

“  DEPARTMENT OF HEALTH AND HUMAN SERVICES | Expiration Date: Aprit 30, 2000
— - FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW BRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601) 21-228
NAME OF APPLICANT. - ' DATE OF SUBMISSION -
i | Pharmacia & Upjohn Company m— ' December 15, 2000
TELEPHONE NO. (Include Area Code) _ A FACSIMILE (FAX) Number (Include Area Code)
(616) 833-6579 (616) 833-8237 : -
.- - | APPUCANT ADDRESS (Number, Street, City, State, Country, ZIP Gode o Mai Code, and | AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, Cy,
: USS. License number it previously issued): State,ZIP Code, telephone & FAX number) IF APPLICABLE S
v 7000 Portage Road ‘ 7 ' o _ _—
Kalamazoo, Michigan 49001 - | : T
PRODUCT DESCRIPTION o
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) ) I
ESTABUSHED NAME (e.0.. Proper name, USP/USAN name) USAN: , PROPRIETARY NAME (trade name) IF ANY
Tolterodine. ~ws=s ' Release Capsules : To Be Determined
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) (R)-N,N-Diisopropyl-3-(2-hydroxy-5- '| CODE NAME (if any) _
methylpheynl)-3-phenyl propanamine L-hydrogen tartrate _ : -
| DOSAGE FORM: _ ; STRENGTHS: - ROUTE OF ADMINISTRATION:
| Capsules _ 2mg and 4mg Oral
.| (PROPOSED) INDICATION(S) FOR-USE: Indicated for the treatment of ©  essssecmenss ,
» — ——a; . [
APPLICATION INFORMATION
APPLICATION TYPE : g - ‘ :
{check one) B NEW DRUG APPLICATION (21 CFR 314.50) {3 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

{0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE & 505b) (1) 0 505 (b) (é) O so7

"IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION .~
| Name of Drug . Holder of Approved Application . -
TYPE OF SUBMISSION . i
| teheck one) [J ORIGINAL APPLICATION - (X AMENDMENT TO A PENDING APPLICATION [ RESUBMISSION

T PRESUBMISSION 0 ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT [ SUPAC SUPPLEMENT
‘[0 EFFICACY SUPPLEMENT [ LABELING SUPPLEMENT  [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER

-— [ REASON FOR SUBMISSION ' ’ B =

‘ Response to FDA chuest ' L

PROPOSED MARKETING STATUS {check one) B PRESCRIPTION PRODUCT (Rx)  _ 0 OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMESSUBMITTED ___ 1 THIS APPLICATION IS [ PAPER  [] PAPER AND ELECTRONIC [ ELECTRONIC

{ ESTABLISHMENT INFORMATION

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary).
include name, address, contact, telepone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final
| dosage form, Stability testing) conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready

Nordic Synthesis AB - Pharmacia & Upjohn Pharmacia & Upjoha Caribe Inc. -
Bjorkborn Industrial Area 7171 Portage Road Road #2Z KM 60.0 )
S-691 85 KARLSKOGA Sweden - Kalamazoo, MI 49001 USA Barceloneta, Puerto Rico 00617 : N

Cross References (list related Llcense Appllcatlons, INDs, NDAs, PMAS, 510(k)s, IDEs, BMFs, and DMFs referenced in the
current application)
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PHARMACIA & UPJOHN, INC. FACSIMILE

_ 7000 Portage Rood
- Kaolamazoo. ME 49001 4 .
Facsimile #: 616-833-8237 _ ‘ =

TO:A Evelyn Farinas - S . bAm: - December 13, 2000
FACSIMILE # 301-827-4267 .

SUMECT  NDA-21-228

FROM: Gregory Shawaryn A .
PHONE: 616-333-8239 : T o o

TOTAL PAGES IN_THIS TRANSMISSION ﬂndiﬂ; this sheet): 1
- Mesﬁage: . —
--Dear Evclyn.

Reference is made to the chermstry reviewer's requesrs that you relayed to Phaxmacxa & Upjohn in the telephone
contact of December 12 ,2000.

Phannacxa & Upjohn commits to having complete NDC numbers in the how supplied section of the package insert.-

Pharmacxa & Up]ohn commils to havmg complete lot and expiration date mformanon on all primary and secondary .
v)roduct packaging.

Non-insert labeling usmg the ——— along with non-msett labclmg usmg the LA suffix _
was submitted in Amendment 12. We fully intend T ———— _ once.a clearer
understanding of the status of the review of the~wtrademark proposal is obtained. o

Please give me a call at 616-329-8239 if you have any quéstions or concerms.

Gfegorﬂhﬂ '. / — o

Sincercly.

“onfidentiality Note: The documents accompaonying this telecopy transmission contaln information belonging to
_harmacia & Upjohn, Inc.. which is intended only for the use of the addresses. If you are not the intended recipient, you
are hereby notified that any disclosure, copying. distribution or the taking of any action in refiance on the contents of this
telacopied information is strictly prohibited. If you have received this telecopy in error, pleose :rnmednately nohfy usby
telephone to ononge for the return of the original documents to us. Thonk you. .

R . . =% TOTAL PAGE.BB1 *x
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7000 Portage Rond
- Kalamazoo, M! 49003-0189

If Pharmacia&Upjohn e e

December 13, 2000 - ’ - - -

- -Division of Reproductive Iealth and Urologic Drug Products, HFD-580
Center for Drug Evaluation and Research
Document Control Room 17B-20

-Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857 ~ o
, -RE: NDA21-228 |
- R _ - Tolterodine extended relcase capsules

Amendment # 13

Dear Sir/Madam:

It has come to our attention that the exclusivity request was inadvertcntly omitted from the
_original submission of the above NDA., Encloscd please find Pharmacia and UpJohn s requcst
for exclusmty for the above product -

If yo_u should have any questions rcgarding this-information, please contact Gregory G.
Shawaryn at (616) 833-8239. Please address correspondence to Unit 0635-298-113.

Sinccrely,
'PHARMACIA & UPJOHN COMPANY

é Shm 7 =" | o )

Regulatory Manager
U.S. Regulatory Affairs

GGS/crdt

- Enclosures



DEC 13’088 14:8% FR PHARMACIA-UPJOHN — 616 833 8237 TO 8913018274257 ~ P.esse3

REQUEST FOR EXCLUSIVTI'Y )

Pharmacia & Upjohn Company requests three (3) years o”f?xcluswuy for tolterodine
extended releasc capsules pursuant to 21 U.S.C. 355 (c)(D)(iii). The following is
provided to assist FDA in the eligibility determination. This summary information
- follows the basjc format contained in the letter of April 28, 1998 from Dr.-Carl Peck to
‘all NDA or ANDA Holders and Apphcants
1. Thxs applxcatnon contains reports of clinical mvestxgauons )
— + 2. Theclinical investigations included in this application were conducted -
specifically to document the safety and cfﬁcacy of tolterodine extended
releasc capsules. , . s T

Spcciﬁo Protocols conducted'to shpport this appliéatiouz

97-TOCR-001

97-TOCR-002

| 97-TOCR-003 o o -
- ~ 98-TOCR-005— I

98-TOCR-006 . : =

98-TOCR-007 S

'98-TOCR-007B - .

- 98-TOCR-0010 -

3: Without the above sludlCS safety and efficacy of thxs product could not be
supported. —_
4. Pharmacia and Upjohn was the qponsor of these studies and of the IND .
o - supporting this NDA.

: Bxclusivity requested i.s for three yeﬁrs after the 'date of NDA approval, or

R e Y o S N |

Al e

Mark Mannebach Datc
Associate Director '
Regulatory Affairs
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PHARMACIA & UPJOHN, INC. FACSIMILE
7000 Portage Road =
Kalamazoo, Ml 49001
Facsimile #: 616-833-8237

10: Evelyn Farinas - - ' '_ DATE  December 13, 2000

FACSIMILE# 301-827-4267

SUBJECT: . NDA -21-228 _
FROM: Gregory Sha\;faryn o
PHONE: "~ 616-833-8239 ' R

TOTAL PAGES IN THIS TRANSMISSION (Includes this sheet): 3
Messagé:—_
Dear Evelyn, = » S .

Attached ;Slease find our exclusivity request for the above mentioned product/NDA. It is being sent hardcopy today as
well. - - } o

Please give me a call at 616-329-8239 if you have any questions or concems.
Sincerely, .

%

__ Gregory Shawaryn

__Confidentiaility Nate: The documents accompanying this telecopy fransmission contaln Information belonging to
Pharmacia & Upjohn, Inc.. which Is Infended only for the use of the addressee. If you are nof ms intended reciplent, you
are hereby notified that any disclasure, copying. distribution or the taking of any action Inrelience on the ccm_ents of this

" telecopled information is strictly prohibited: if you have received this telecopy in error, please immediately notify us by
telephone to amange for the refum of the original documents to us. Thankyou. = - - LT :



7000 Portage Road
Kalamazoo, Ml 49001-0199

. Pharmacna&Upjohn | e

December 7, 2000

~ Division of Reproductxve Health and Urologic Drug Products, HFD-S 80 _ <
Center for Drug Evaluation and Research - \\ T
Document Control Room 17B-20 ORIG AMENDMENT-—~—
Food and Drug Administration
5600 Fishers Lane

" Rockville, MD 20857. -

RE: NDA21-228 R
Tolterodine extended reieacs ranculoc

‘ » Amendment # 12 %x
. x i

Dear Sir/Madam: : .—.)

Reference is made to the Division's 11/22/00 req;ést for information relative to the chemistry °
- review of the above application.

Requests/Comments 1 through 4 are addressed in Attachment 1. The updated Methods
Validation Package is included in triplicate in 3 separate volumes.

With regard to Point 5-(a-d): Requests/Comments are addressed in Attachment 2. This
package insert also contains Pharmacia & Upjohn (P&U) comments addressmg the proposed
package insert faxed by the Division to P&U on 11/27/00. An electronic version is also being

- submltted today via secure e-maJI to farinase@cder.fda.gov. -

With rbgard to Pomt‘fe Mock-up labelmg for the followmg is mcluded n Attachment 3
nﬂbn]c nsu‘g the su T A aﬁd

AN,

Unit Dose Blister Card 4 mg (card of 10 capsules)
= NDC 0009-5191-04--Copy Code 818 233 000
Carton for Unit Dose Cards 4mg (100 capsules) :
- NDC 0009—5191-04—-Copy Code 818 234 000 REVIEWS COMPLETED

UmtDose Blister Card 2 mg (card ¢ of 10 capsules) R CSOACTION:
" NDC 0009-5190-04—-Copy Code 818 230 000 DLET'ER DN Al [_‘_]MEMO

Carton for Unit Dose Cards 2mg (100 capsules)
- NDC 0009-5190-04—-Copy Code 818 231 000

CSO INITIALS DATE




NDA 21-228 ] .
B Page 2 7 —

~ Bottle Label 4mg (500 count bottle) . -
= ~NDC0009-5191:03--Copy Code $18 272 000

———————Botﬂei:abeﬁmg(ﬁﬁmm botde) — -
~ NDC 0009-5190-03—Copy Code 818 270 000 . .

Bottle Label 4mg (90 count bottle) —
- 'NDC 0009-5191-02--Copy Code 818 267 000
Carto_n Label 4mg (90 count bottle)
NDC 0009-5191-02--Copy Code 8187268 000
Bottle Label 2mg (90 count bottle)
' NDC 0009-5190~02-—C0py Code 818 261 000 :
Carton Label 2mg (90 count bottle) L
- IR NDC 0009-5190-02-—C0py Code 818 262 000 —

Bottle Label 4mg (30 count bottle) ' :
NDC 0009-5191-01--Copy.Code 818 26¢UUO‘ ’ -
Carton Label 4mg (30 count bottle)
NDC 0009-5191- Ol--Copy Code 818 265 000
Bottle Label 2mg (30 count bottle) |
NDC 0009-5190-01--Copy Code 818 257 OOO
Carton Label 2mg (30 count bottle)
NDC 0009-5190—01--C0py Code 818 258 000

Sample Foil Label 4mg (7 count blister cfard)
NDC 0009-5191-99--Copy Code 818 463 001

_ " Tfyowshould have any questions regarding this information, please contact Gregory G.

" Shawaryn at (010 ) 833-8239. Please address correspondence to Unit 0635-298-113.

~ Sincerely,

RegulatosyManager
U.S. Regulatory Affairs -

GGS/crdt

| Attachments : ' -
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PHARMACIA & UPJOHN INC. FACSIMILE
'*” © 7000 Portoge Road -
Kalamazoo. Ml 49001
- . Facsimile #: 616-833-8237

. TO: Biopham reviewer NDA 21-228 C/O Evelyn Farinas . DATE:  November 13, 2000

' FACSIMILE # 301-827-4267

SUBECT:  NDA -21-228
FROM: Gregﬁry Shawaryn - —

PHONE: 616-833-8239

TOTAL PAGES IN THIS TRANSMISSION (Includes this sheet): 3

‘Message: ' ' _ - _ o e

- Atrached is the information requested by the biopharm revxewer regarding PK calculanons included in the proposed PL
Hardcopy-is also being sent today -

Please give me a call at 616-329-8239 if you have any questions or concerns.

Sincerely,

Gregbry(Shawaryn

APPEARSTHISWAY o o
ON ORIGINAL - | |

Confidentiality Nole: The documents occomponylng this te!ecopy fronsmnssxon contaln infarmation belonging to
- Phamacio & Upjohn, Inc.. whichis intended only for the use of the addressee. If you are not the Intended recipient, you
are hereby notified that any disclosure. copying. distribution or the taking of any oction In reliance on the contents of this .
telecopied information Is strictly prohibited. If you have received this telecopy in error, plecse ImmednoTely notify us by
.telepnonetoarrongefonhereiumoftheongmoldocumemstoua Thankyou. o

—



